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(57) Abstract: 

PROBLEM TO BE SOLVED: To obtain a new compound 
improved in insulin resistance, having potent 
hypoglycemic and hypolipemic effect, and high in safety, 
thus useful as e.g. a hypoglycemic agent. 

SOLUTION: This new compound (salt) is expressed by 
formula I [R 1 and R 2 are each H, a 1-4C alky I, 1-3C 
(halo)alkoxyl, 1-3C haloalkyl, a halogen, OH, N0 2 ,' (1-3C 
alkyl-substituted) amino, heterocycle, or combined into 
methylenedioxy; R 3 is a 1-3C alkoxyl, OH or a halogen; 
dotted line is a single or double bond in combination 
with solid line ], e.g. N-(4-trifluoromethyl- 
benzyl)-5-(2,4-dioxothia2olidin-5-yl)methyl-2~methoxyben 
zamide. The compound of formula I is obtained by 
reaction between a compound of formula II and a 
compound of formula III. 
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c 1 




6 


-MeO 


— Wms 


007 ft oqn n 

(DMF-X*/-*) 


C U H l< 


F 5 


• l/8H r 


s 

0 


4 9. 
4 9. 


12 
04 


2. 95 

3. 01 


5. 
5. 


46 

42 


82 


4-t-Bu 


6 


-MeO 




135. 0 ~ 136. 0 
GWxfjU-M-*» 


C 2S H tl 


N 2 






6 4. 
6 4. 


77 
97 


6. 14 
6. 31 


6. 
6. 


57 
32 


23 


4-t-Bn 


6 


-MeO 




185. 0 - 188. 0 

d?y -no 


C H H N 


Nj 


o 4 s 


0 


6 2. 

6 2. 


62 
85 


5. 92 
5. 94 


6. 
6. 


33 
15 


24 


4-CF3O 


6 


-MeO 




166. 0 - 168. 0 
<x*;-*> 


c « H n 


Fj 


s 


53. 
52. 


09 
83 


3. 34 
3. 6 8 


6. 
5. 


19 
88 


25 


4-MeO 


6 


-MeO 




209. 0 - 211. 0 
(DMF-xJV-jW 


C H H 11 


N 2 






6 0. 
6 0. 


29 
35 


4. 5E 
4. 55 


7. 

7. 


03 
03 


26 


3, 4-McO 


6 


-MeO 


miss 






N, 


°e s 

• 1/4 Hj 


0 


5 7. 
5 8. 


99 
02 


5. 21 
5. 44 


6. 
6. 


44 

15 



[0 0 5 9] 



t«6] 



(11) 



#H¥9-48 7 7 1 



20 



mm 


R l ,R ! 


R 3 




» & CC) 


1 itx 


i*a*ftt 06) 

! w-*i/?iag« 

C H N 


9 7 


1 ened i oxy 


o jm e vj 


— WE? 


2 d o. 0 241, 0 
(DMF-XJ/-A,) 


r> if M n 

WlS N 2 °6 S 


58. 24 
58. 17 


3. 

3. 


91 
98 


6. 
6. 


79 
80 






o -» e u 


iM tt A 

* fo H 




A tr i? »t n o 

C 1} H 17 FN 2 0, S 
• 1/JH, 0 

C iO H l7 F 5 N J °» S 


57. 41 
57. 12 


4. 
4. 


56 
61 


7. 
7. 


05 
24 


29 


4-CF, 


4-MeO 




204 0 207 0 
(7tF-HJA0 


54. 79 
54. 76 


3. 
3. 


91 
92 


6. 
8, 


39 
55 


d u 


j» 4 me tny- 
l ened i oxy 


4 Me C 


* K ft 


134, 0 ~ 137. 0 


Wl V 


57. 98 
57, 7B 


4. 38 
4. 41 


6. 
6. 


76 
74 


31 


H 


4-MeO 




Q q ft ~ q e n 


• 3/SH, 0 
C 2| H lT F, Kj 0, S 


5 9. 8 5 
59. 79 


5. 
5. 


09 
18 


T. 
7. 


35 
37 


0 £ 


ii _ f i? 


o w - rv 


M H- A. 


19 7. 0 — 19 9. 0 
(x*;-A0 


54. 79 
54. 70 


3, 
3. 


91 
84 


6. 
5. 


39 
39 


Q Q 
J J 




b-fi t v 


—lea 


227. 0 ~ 22 9. 0 
(DMF~x*y-*) 


A li n w /\ 

c 2i H n F a N t °i s 

• l/lH t 0 
C !I H 1I N 1 °» S 


54. 90 
54. 83 


3. 
3. 


95 
82 


6. 
5. 


10 
98 


g 4 


o» 4 m c t n y- 
1 cn ed i oxy 


ft ctn 




213. 0 — 215, 0 
(DMF-x*y-;U) 


59. 14 
58. 99 


4. 

4. 


25 
32 


6, 
6. 


57 
70 


0 E 

a 0 


it /* p 
4 — t/ j 


5- i — r r 0 




n o 1 A rt i o a 

231. 0-232. 0 
(x*;-;P) 


C a H 1} F, Nj 0, S 


56. 89 
56. 68 


4. 
4. 


12 
11 


6. 
6. 


03 
02 




* J 


fi-F 
u r 


m i± A 




r h i? k n c 


53. 52 
53. 36 


3. 

3. 


31 
22 


6. 
6. 


57 
62 


37 


4- (Me) j X 


6-MeO 




203. 0 ~ 208. 0 j 

<x ! 












38 


4-Me 


6-MeO 


=»»* 


170. 0 - 172. 0 




MS Cm/*) 


382 (M 


') 



* J H NMR (d 6 -DMSO) , 8 : 2. 86 (6 
H, s) , 3.94 (3H, s) , 4.38 (2H, d , J -5. 30 
9Hz), 6.69 (2H, d, J=8.8Hz), 7.18 (2H, d, 
J=8.8Hz), 7.28 (1H, d, J=7.9Hz), 7.74 (1 
H, dd, J =2. 2, 7. 9Hz), 7.78 (1H, s ) , 7. 95 
(1H, d, J=2.2Hz), 8.59 ( 1 H, t, J=5.9H 
z), 12.30 (1 H, b r) 

[0060] m-mwm 

N— (4 - hV y/V^-n^^;V^<^i>/V) -5- (2, 
[0061] N- (4-hV VtVJrv * *?/U^Zsi?/U) 40 

-5- (2, 4 - ^yf 7/y ^y- 5 ->f y f 

» *<f/U-2-* F^r^yXT; K (500mg)§r^* 
/—/V (70ml) ^M, 3. Okg/cm 2 »C**Jp 

JET10%^^^^A/^(500mg) -C^ftLfco S/S* 



7 7^- (SUM mtt^^ls : ^?;^-;u = 50 : 
1) -efiKKU Ittft^llilSrlSftiLT 403mg (80%) 

5fe*fcbT«f«bfca«Jfk-a**#fc 0 iSBl^ 176.0-17 
7.5C 



[0 0 6 2] 
7C*»«fll (%) 
C 

m»m 54.79 

*Wfli 54.75 



C 20 H 17 F 3 N 2 0 4 StUT 
H N 
3.91 6.39 
3.84 6.40 



[0 0 6 3] ggifcfflJ40-48 
[0 0 6 4] 

[^7] 




(12) 



#M¥9-4 8 7 7 1 



22 



40 
41 
42 
43 
44 
45 
46 
47 
48 



3. 5-CF 



4-Me 



4-CFj 0 



4-MeO 



3. 4-me tby- 
1 ened i ox y 

4- (Me) j N 



4-CFj 

3. 4-methy- 
I ened ioxy 

4-CF, 



,3 



6-MeO 
6-MeO 
6-MeO 
6-MeO 
6-MeO 
6-MeO 
6-EtO 
6-EtO 
6-1-PrO 



A A (t) 



167. 0 - 1 69. 0 



ass 



W , N, 0 4 S 



7 =e * 7 7 X j C 2| H }j Nj 0^ S 



7 * A/7 7 X 
7 e *7 7 X 
7**7 7 X 



159. 0 - 162. 0 
7**7 7 X 



158. 0 - 158. 5 
(|tax?-j],-'v**;/) 



C 2I H » N 3 °S S 

• 1/4H 2 0 

C 2I H U N 2 °t S 

• 1/<Hj 0 

C 21 H » N 3 °4 S 

• I/1H, 0 

C !I H 1! F 3 N 2 °< S 



C 2I V* °e S 



Wl N 2 °* 8 



If »!/*«« 



c 




H 


N 


4 9. 


80 


3. 


19 


5. 


53 


5 0. 


00 


3. 


06 


5. 


54 


6 2. 


48 


5. 


24 


7. 


29 


6 2, 


20 


5. 


23 


7, 


30 


5 2. 


86 


3. 


77 


6. 


17 


5 2. 


68 


*i 
o. 


r n 


fi 


45 


5 9. 


31 


5. 


11 


6. 


92 


5 9. 


24 


5 


V v 


6 


94 


5 7. 


33 


4. 


46 


6. 


69 


5 7. 


10 


4 


38 


6. 


89 


6 0. 


33 


5. 


68 


10. 


05 


6 0. 


48 


5. 


66 


10. 


13 


5 5. 


74 


4. 


23 


6. 


19 


5 5. 


65 


4. 


25 


6. 


34 


5 8. 


87 


4. 


71 


6. 


54 


5 8. 


59 


4. 


85 


6. 


72 


5 6. 


65 


4. 


54 


6. 


01 


5 6. 


70 


4. 


44 


5. 


98 



[0065] $mm9 

N— {A-YV7/^u^f'/V^O^tV) -5- (2. 

4-^yf7/y^y-5 — f/v) ^^vv-2-t 

Ka*->-<yX7 5 K 30 
[0066] N- (4 - M» * ?-;\"<lsi?/V) 

-5- (2, 4-^yf7y^i?y-5--i';v) ^ 

^VW-2-;* h*V«yX7 5 K (800mg)<£>fektfrffc^ 
^V-^ (30ml) TV^V^ffl^L K7-rr-f^. 

-T±h^Mmwr, i.0NHAfc*?pff-i£fl:^ 

V-^ffi (2.20ml) Sr>*o< OMTL-fCo flT?6ffl 

m-fk^^W-^ = *9J — /V=40 : 1) -ettsu IfKtfti 
LT 618mg (80%) #fc„ r<E><b<D£^ 

B«tfb&ttfr#fc. Hfc£ 146.0-148.0 *C 
[0 0 6 7] 

7C##*rffi (X) rd.Hx.F, Nj 0« StVX 

C H N 
ftJMft 53.77 3.56 6.60 
SSfflffi 53.92 3.88 6.49 
[0 0 6 8] 3^601150 * 50 



* (-) -N- (4- b!) 7^B^f;^^;V) -5 

- (2, 4 -v't^yfr/yv'y- 5 -'f /iO *?vw 

[0 0 6 9] 3feJS«39T?»J*tfc (±) -N- (4-h 
!)7*to^f;Ky?/H -5- (2, 4-^y 
^T^V 5 — f /W) ^fvV-2-;* h^rV^^X 

75 K1.00gSrB^^^20mllciDf^^bfCo J^4P 
L (-) -7^^^/VT$^ 0.276g^Px., —51 

U 0.753g<DL (-) -7x^f;V7 5Xfi 

f?V\ 0.142g*5j:t5H#^0.0908gSr#fc o St 

£ 191-193 *C. ^316* [a] ,=-87* (C=0.24, 
THF) 
[0 0 7 0] 

7C*f#*rtt (X) : C,,H S ,F, N 8 0« StVX 

C H N 
m-J^fiS 60.10 5.04 7.51 
60.24 5.05 7.43 

[0 0 7 1] — &M>b tt#f>tlfc 0. 753 g Sr^JftT, 
1 N^^20ml(cJPx. > 5#W«#«a*ia, jj^S =Sr7Ki5fe. 

6fi»*Si:Ltl6<)iSl 0.532g£#rt o Sfc^ 194-19 
5 <C, K^A Ca] .=-100° (C=0.24, TH 



m 



(13) 



F) 

[0 0 7 2] 

ytm^mm. (%) 
c 

»flt« 54.79 

m&m 54.72 



N 2 0 4 Stl/T 



C10 Hit Fj 
H N 
3.91 6.39 
3.90 6.35 

[00 7 3] 3te*#WWJfe©fc»#kftfc»a©--«R 
OKI lag) SrSUBu ;**/-/W3mlt^ft?, *»T> ^ 

0.2ml 5#H5^i&« 

S^o^h^77-f- (*7A;#7/vt;VAD 

0 : 30, jffiJi ; 1. Oml/min, SilJfeiSEft ; X = 230nm, 
*M>m ; 22. 31min) KT36*»«Sr»3e99. 2%ee-Cfco 
fc. 

[0 0 7 4] aafcWSl 

(+) — N— (4 - MJ y. ^vWOvvW) - 5 

- (2, 4-v>^yf7yy^-5-^) *?vw 

-2-^ h^->^yX7 5 K 

[0 0 7 5] HJgCT39-e#e>tvfc (±) -N- 
V ^/V^ls-J/V) -5- (2, 4-v^^y 

fT'/Di'y- 5 — f/W) h^vX 
T5K1.00gSrD (+) -7i^7^ >"tcr*&S0!] 
50tl^#7t^#JtrfirV\ D (+) -7x^;V7$V 
tiLt-fl 0.742g, -#* 0. 143 g, H#ffiO. 05 
87g*e6«Jtttft!:LT#fc. Sfc/& 191~ 193<C, Jfi! 
TtHE [a] .=87° (C=0.24, THF) 

[0 0 7 6] ' 

HHCT* (90 = 



^fM¥9-4 8 7 7 1 



24 



7G**>*rte (,%) 
c 

MM 60.10 
*Mtt 59.95 
[0 0 7 7] H: 



10 



20 



30 



c 

ft*tt 54.79 

mmm. 54.88 



: C„H„F, N, O, StUT 
H N 
5.04 7.51 
5.19 7.49 

) t mm— #s 0. 742 g & 1 Nit 
-cool *^y-^t?w»Si» sfefttstLtiM* 

0.510g^#fc o 194~ 195*0, JSTt* [a] » = 

100° (C=0.24, THF) 
[0 0 7 8] 

: C 10 H 17 Fs N 2 Ot StVX 
H N 
3.91 6.39 
4.03 6.42 

[0079] yt^m&mfevtzib. mmM50tmmK*j 
(*7^ ; *?/vt;wAD (y^-fe/w) , mmmm ; ^ 

=*-»)- V : y7"o/V-;V=70 : 30, SfiSS : 1.0ml/mi 
n, Sll^i&ft : A. = 230nm, ifcjf BtfW ; 30. 64min) 

[0 0 8 0] mtwi 
JftfettJEifr*'?.* (C5 7BL ob/ob) ?SrfflV\ 

Cf!4!/i:V^5KilML, SHJSS0IJ36, 39, 46.K.tf48<D 
^-a-<^Srl0mg/kg©fflSt?5 BMSPS-^Lfc ffiftgtg 
f*t*tt— Bfeil&£Lfc&, ^/W=>-^©2 g/kgSrSPiS 
J^-U 0#, Z0frRV60ft<Djk.mffi:$:mfeVti o JfiL«M£ 

[008 1] 



-&8O/*3-*«30ft, »aftWtaoiftW*®ttflI) ) 



xlOO 



[0 0 8 2] jjg*Sr*8t^-r o r ft J: D , * 

[0 08 3] 40 

[ma] 



It • « 


£3 « 

(ng/kg) 


(SO 


SUSW3 6 


1 0 


4 3 


HJt«3 9 


1 0 


4 7 


396W4 6 


1 0 


3 7 


ias«4 8 


1 0 


4 5 



[0 0 8 4] j*j%flil2 
50 Hkmfemffi^ 1 ?* (C5 7BL ob/ob) SrffiV\ 



(14) 



&MW-9-4 8 7 7 1 



26 



flS^*SrTB©ffl*-e2iilBieoi9:#Lfc*» b y * [0085] 

(90 = : x 1 0 0 

(k'h?iW»)«ltt) 

[0 0 8 6]»*«r*9li:*t. rHe><Dig*J;i9, * [0087] 



#^7 



4b « • 


fog/kg) 




(X) 




1 


2 8 


2 6 


3 


4 2 


29 



(51) Int. CL 6 

C 0 7 C 69/84 
69/92 
C 0 7 D 417/12 
//(C0 7D 417/12 
277:34 
317:48) 



3 17 



F I 

C 0 7 C 69/84 
69/92 
C 0 7 D 417/12 



3 17 



(72) mim veb m& 

***T*«W!f*W&iH4660- 4 



*(72)3IW# #± gr 
* «*»T«Mffl5Sf*WA»386-- 2 :/ w 

(72)3§M# ^ffl Jt«f 



